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Ureteroscopic stone surgery has undergone wide scrutiny 
for post-operative pain management due to the high overall 
prevalence of the procedure, the wide variation in opioid 
and nonopioid prescribing patterns following routine 
ureteroscopy, and its accessibility as a target for quality 
improvement. Multiple cohort studies have suggested 
that a nonopioid approach to post-ureteroscopy symptom 
management is not only feasible but acceptable as the 
default prescribing regimen, although in practice there can 
be wide variation in adherence to these recommendations 
(1-3). Thus, optimizing nonopioid approaches to post-
ureteroscopy recovery, including the use of adjunctive 
therapeutic classes, remains an active area of clinical 
investigation and relevance. 

Gabapentinoids have typically been utilized for 
neuropathic pain and other neurologic symptoms, but some 
studies also report that gabapentinoids reduce pain after 
endourology procedures. Patients who received multiple 
weeks of pregabalin after ureteroscopy and laser lithotripsy 
with ureteral stent insertion had lower reported pain scores 
as compared to patients who only received solifenacin or 
placebo (4,5). A recent systematic review that included ten 
studies and 1,447 patients on the use of pregabalin and 
solifenacin concluded that pregabalin alone was effective 
for reducing ureteral stent-related pain, and that pregabalin 
and solifenacin combination therapy was best for reducing 
all stent-related symptoms (6). There remains a possibility 
that gabapentinoids can decrease post-ureteroscopy pain 
and play a role in nonopioid multimodal pain management.

A recently reported trial of preoperative pregabalin 
adds high-quality evidence to our understanding of pain 
management after ureteroscopy. Rosen et al. (7) randomized 
118 patients undergoing ureteroscopy to receive a single 
dose of pregabalin 300 mg versus placebo one hour before 
surgery. The primary outcome was visual analogue scores 
(VAS) at one hour after surgery. Secondary outcomes 
included postoperative pain scores on post-op days 3, 
7, and 30, emergency department visits, and opioid use. 
The authors found that patients who received pregabalin 
did not report lower postoperative pain. Indeed, the 
pregabalin group reported higher post-operative pain 
scores compared with the placebo group at post-op day 7. 
Although the pregabalin group was statistically younger, the 
higher pain scores persisted after controlling for age and 
preoperative pain. The authors concluded that single-dose 
of preoperative pregabalin offers no significant benefit to 
reduce post-ureteroscopy pain.

Interestingly, opioids were liberally prescribed to both 
groups in this study by contemporary standards. Two-
thirds of patients overall were prescribed opioids at hospital 
discharge, with a median prescription of 50–60 mg oral 
morphine equivalents (OME), or about 7–8 oxycodone  
5 mg tablets. By post-op day 30, the median total prescribed 
OME was 110 and 90 mg in the pregabalin and placebo 
groups, respectively, or about 12–15 oxycodone 5 mg 
tablets, a non-significant difference. 

The considerable use of opioids for routine post-
ureteroscopy symptom management in this trial warrants 
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attention. A 2020 multidisciplinary, multistakeholder panel 
consensus on opioid prescribing after endourological 
surgery recommended 0–10 oxycodone 5 mg tablets for 
opioid-naïve patients undergoing routine ureteroscopy 
and laser lithotripsy with ureteral stent placement, and 
0–5 oxycodone 5 mg tablets for routine ureteroscopy and 
laser lithotripsy without stent placement (8). Notably, the 
minimum number of opioids recommended at discharge 
was zero for all procedures, indicating that clinicians should 
not feel obligated to prescribe opioids, nor should opioids 
be given if patients do not wish to use them.

Following a 2021 review of evidence, the panel updated 
its recommendations for ureteroscopy procedures and 
concluded that patients undergoing routine ureteroscopy 
and laser lithotripsy with ureteral stent placement should 
receive 0–5 oxycodone 5 mg tablets, while patients 
undergoing ureteroscopic procedures without stent 
placement or elective stent placement alone should not 
be prescribed opioids at all (9). These recommendations 
were guided by multiple studies demonstrating that most 
patients’ symptoms could be managed with a multimodal 
nonopioid regimen, and that bothersome stent-related 
symptoms could be effectively controlled using nonopioid 
therapies. The panel also put forth comprehensive strategies 
to minimize unnecessary postoperative opioid prescribing, 
including setting appropriate patient expectations for pain 
control, maximizing routine use of nonopioid agents, and 
assessing patients’ patterns of medication use before refilling 
opioid medications (9).

Our institutional practice for routine ureteroscopy 
procedures is a nonopioid discharge pathway that uses 
acetaminophen and nonsteroidal anti-inflammatory drugs 
(NSAID), plus alpha-blockers and/or anticholinergics 
as needed for specific stent-related symptoms unless 
contraindicated. We recognize that ureteroscopy is one 
of the most commonly performed procedures in urology, 
individual prescribing patterns may be influenced by local 
factors, and as cited in the Rosen study up to 15% of 
patients return to the emergency department within 30 days 
of surgery, primarily for pain control. However, we also take 
seriously that up to 40% of opioid overdoses in the United 
States are attributed to prescription medications, and that 
up to 6% of opioid-naïve patients become dependent once 
exposed to opioids after surgery (10,11). Thus, it is notable 
that the recommended amounts of prescribed opioids 
following ureteroscopy (0–5 oxycodone 5 mg tablets) are 
lower than the median quantities prescribed to patients the 
study by Rosen et al. and substantially lower than the 75th 

percentile of 30-day quantities prescribed (214 mg OME, or 
about 28 oxycodone 5 mg tablets, in the pregabalin group 
and 163 mg OME, or about 21 oxycodone 5 mg tablets, in 
the placebo group). 

Although Rosen et al. reported a negative study, a 
continued emphasis on reducing opioid use for pain control 
after endoscopic surgery underscores the importance of 
investigating nonopioid medications such as gabapentinoids. 
In addition to acetaminophen, NSAIDs, alpha-blockers, 
and anticholinergics, multimodal regimens might include 
phenazopyridine, temporary intravesical lidocaine 
instillation, ice and heat packs, and gabapentinoids. We 
suggest that multiple forms of nonopioid pain management 
strategies should be employed when reasonably practical 
such that patients have several options to treat postoperative 
symptoms before resorting to opioids or seeking unplanned 
medical evaluation. Explaining the use and rationale of each 
management strategy can also provide mental reassurance to 
patients and reduce common anxiety about relying on “just 
in case” opioids. One explanation we share with patients 
is that a multimodal approach is akin to leaves slowing 
rainwater drainage from a rooftop gutter: one leaf may not 
significantly affect the outflow, but multiple leaves arranged 
in an overlapping and sequential manner can have a real—
and in this case beneficial—effect on reducing symptoms.

In the context of the pregabalin study by Rosen et al., is 
there any role for pregabalin in improving pain outcomes 
after ureteroscopy? Because pregabalin was given as a one-
time 300 mg dose one hour before surgery, its postoperative 
impact might have been confounded by lingering anesthetic 
effects or its relatively rapid six-hour metabolic half-life as 
had been mentioned by other editorials accompanying the 
article. Perhaps alternative extended dosing regimens or 
prescribing pregabalin for longer duration post-operatively 
might provide more reliable and consistent effects. The 
authors did not report what other pain medications were 
routinely or consistently prescribed at discharge, nor how 
well pregabalin may have functioned when integrated with 
other nonopioid medications. Pre-procedural counseling 
and expectation-setting could also influence perceived pain 
after surgery, and we would welcome additional studies of 
patient-reported outcomes that integrate these strategies 
alongside medication. 

While the pregabalin trial by Rosen et al. may have 
yielded a negative result, we do not believe that this 
study closes the door on gabapentinoids as a pain adjunct 
entirely. What this well-constructed study does suggest 
is that a single, preoperative dose of pregabalin may not 
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(yet) be optimized to yield demonstrable symptom relief—
a commendable, incremental step toward a larger evidence 
base upon which to strengthen nonopioid pain mangement 
in urology.

Acknowledgments

Funding: None.

Footnote

Provenance and Peer Review: This article was commissioned 
by the editorial office, Translational Andrology and Urology. 
The article has undergone external peer review.

Peer Review File: Available at https://tau.amegroups.com/
article/view/10.21037/tau-23-596/prf

Conflicts of Interest: Both authors have completed the ICMJE 
uniform disclosure form (available at https://tau.amegroups.
com/article/view/10.21037/tau-23-596/coif). The authors 
have no conflicts of interest to declare.

Ethical Statement: The authors are accountable for all 
aspects of the work in ensuring that questions related 
to the accuracy or integrity of any part of the work are 
appropriately investigated and resolved.

Open Access Statement: This is an Open Access article 
distributed in accordance with the Creative Commons 
Attribution-NonCommercial-NoDerivs 4.0 International 
License (CC BY-NC-ND 4.0), which permits the non-
commercial replication and distribution of the article with 
the strict proviso that no changes or edits are made and the 
original work is properly cited (including links to both the 
formal publication through the relevant DOI and the license). 
See: https://creativecommons.org/licenses/by-nc-nd/4.0/.

References

1.	 Sobel DW, Cisu T, Barclay T, et al. A Retrospective 

Review Demonstrating the Feasibility of Discharging 
Patients Without Opioids After Ureteroscopy and Ureteral 
Stent Placement. J Endourol 2018;32:1044-9.

2.	 Large T, Heiman J, Ross A, et al. Initial Experience with 
Narcotic-Free Ureteroscopy: A Feasibility Analysis. J 
Endourol 2018;32:907-11.

3.	 Gridley C, Robles J, Calvert J, et al. Enhanced Recovery 
After Surgery Protocol for Patients Undergoing 
Ureteroscopy: Prospective Evaluation of an Opioid-Free 
Protocol. J Endourol 2020;34:647-53.

4.	 Ragab M, Soliman MG, Tawfik A, et al. The role of 
pregabalin in relieving ureteral stent-related symptoms: 
a randomized controlled clinical trial. Int Urol Nephrol 
2017;49:961-6.

5.	 Falahatkar S, Beigzadeh M, Mokhtari G, et al. The effects 
of pregabalin, solifenacin and their combination therapy on 
ureteral double-J stent-related symptoms: A randomized 
controlled clinical trial. Int Braz J Urol 2021;47:596-609.

6.	 Singgih NA, Oktaviani JR, Adipurnama W, et al. Efficacy 
of Pregabalin, Solifenacin, or Combination Therapy 
for Ureteral Stent Related Symptoms. Siriraj Med J 
2023;75:909-23.

7.	 Rosen GH, Hargis PA, Kahveci A, et al. Randomized 
Controlled Trial of Single-dose Perioperative Pregabalin 
in Ureteroscopy. J Urol 2023;210:517-28.

8.	 Koo K, Faisal F, Gupta N, et al. Recommendations for 
Opioid Prescribing after Endourological and Minimally 
Invasive Urological Surgery: An Expert Panel Consensus. 
J Urol 2020;203:151-8.

9.	 Koo K, Winoker JS, Patel HD, et al. Evidence-
Based Recommendations for Opioid Prescribing After 
Endourological and Minimally Invasive Urological 
Surgery. J Endourol 2021;35:1838-43.

10.	 Seth P, Scholl L, Rudd RA, et al. Overdose Deaths 
Involving Opioids, Cocaine, and Psychostimulants - 
United States, 2015-2016. MMWR Morb Mortal Wkly 
Rep 2018;67:349-58.

11.	 Brummett CM, Waljee JF, Goesling J, et al. New 
Persistent Opioid Use After Minor and Major Surgical 
Procedures in US Adults. JAMA Surg 2017;152:e170504.

Cite this article as: Qi R, Koo K. Is dismissing preoperative 
pregabalin premature?—the role of gabapentinoids in 
multimodal pain management following ureteroscopic stone 
surgery. Transl Androl Urol 2024;13(3):467-469. doi: 10.21037/
tau-23-596

https://tau.amegroups.com/article/view/10.21037/tau-23-596/prf
https://tau.amegroups.com/article/view/10.21037/tau-23-596/prf
https://tau.amegroups.com/article/view/10.21037/tau-23-596/coif
https://tau.amegroups.com/article/view/10.21037/tau-23-596/coif
https://creativecommons.org/licenses/by-nc-nd/4.0/

